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DETAILED ACTION 



1 . The amendment filed February 4, 2005 is acknowledged. Claim 44 was canceled. 
Claims 30-43 and 45-55 are pending and examined on the merits. 



2. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim Rejections/Objections Withdrawn: 

3. The rejection of claims 41-55 under 35 U.S.C 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention is withdrawn in view of the amendment. 

4. The rejection of claims 41 and 42 under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for isolated host cells comprising nucleic acids encoding the 
multispecific antibody of claim 30, does not reasonably provide enablement for host cells 
comprised within a transgenic animal or an animal or human being having been treated by gene 
therapy is withdrawn in view of the amendment of "host cells" to "isolated host cells". 

Claim Rejections/Objections Maintained: 

5. The provisional rejection of claims 30-43 and 45-49 under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 30-51 of copending 
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Application No. 09/863,693 is maintained for the reasons of record. Applicants have indicated 
that upon an indication of allowable subject matter, a terminal disclaimer may be filed if 
appropriate. 

6. The provisional rejection of claims 30-43 and 45-49 under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 47-63 of copending 
Application No. 09/520,130 is maintained for the reasons of record. Applicants have indicated 
that upon an indication of allowable subject matter, a terminal disclaimer may be filed if 
appropriate. 

7. The provisional rejection of claims 30-43 and 45-49 under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 1-29 of copending 
Application No. 10/143,437 is maintained for the reasons of record. Applicants have indicated ^ 
that upon an indication of allowable subject matter, a terminal disclaimer may be filed if 
appropriate. 

8. Claims 30-42 remain rejected under 35 U.S.C. 1 12, first paragraph, on the grounds that 
the apphcants were not in possession of the claimed inventions at the time of filing, because the 
disclosure of the specification fails to adequately describe the claimed genus of compounds to be 
made in the claimed methods and encoded by the nucleic acids of the claimed host cells is 
maintained for the reasons of record. This is a new matter rejection. 
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Applicants' arguments have been carefully considered but fail to persuade. Applicants 
point to page 97, line 28 - page 98, line 3 as support for the concept of multispecific antibodies 
comprising more than one Ught chain, where the hght chains have at least 98% sequence identity 
and only differ from one another at amino acid positions outside of the CDR regions. The 
passage pointed to appears to be a discussion conceming whether one may substitute one Ught 
chain for another in a specific scFv ("Alternatively, according to the invention, such light chains 
having 98-99% sequence identity with the Ught chian of a prospective paired scFv (Axl.78, for 
example) may be substituted with the paired Ught chain and retain binding specificity"). This 
sentence does not appear to be support for the concept of multispecific antibodies having more 
than one Ught chain, but instead appears to be support for making alternative versions of specific 
scFv molecules. Therefore, the rejection is maintained for the reasons of record. 

The original rejection is reiterated below: 

The basis for this rejection is that the amendment to the specification to recite claims 
drawn to methods of making multispecific antibodies comprising binding domains, where the 
binding domains are made up of a heavy and Ught chain, and where the Ught chain is not the 
same for aU of the binding domains is not supported by the specification. Therefore, the 
recitation of claim 30 "where the Ught chains of the fu"st and additional polypeptides each have 
three CDR regions, and have at least 98% sequence identity and only differ from one another at 
amino acid positions outside of the CDR regions" is not supported by the specification as 
originally filed. The specification teaches methods of making multispecific antibodies, where 
the each of the binding domains comprises a "common Ught chain". The specification defmes 
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"common light chain" or "common amino acid sequence of the Ught chain" on page 21, and as 
an amino acid sequence of the Ught chain in the multispecific antibody. There does not appear to 
be any conterrq)lation of multispecific antibodies comprising more than one Ught chain (i.e., 
there appears to be only the contemplation that the same Ught chain is used for aU of the binding 
domains present in the multispecific antibody). Even a difference of 1 amino acid between the 
two Ught chains results in a bispecific antibody having two different Ught chains, and there is no 
support in the specification that demonstrates that appUcant conceived of a method of making 
multispecific antibodies having two different light chains. Other instances in the specification 
that indicate that appUcant conceived of methods of making bispecific antibodies where all of the 
binding domains comprise a light chain having the same sequence is found at page 10, Unes 20- 
21; page 10, line 29 - page 11, line 1; page 12, Une 15-Une 24; page 13, lines 6-13; page 16, Une 
1-15; page 56, Unes 13-29; page 95, Unes 25-28; and page 103, Unes 5-8. 

Applicants have pointed to passages (page 97-98) in the specification and assert that 
these passages provide support for the concept of multispecific antibodies comprising light 
chains where the Ught chains have at least 98% sequence identity to each other and only differ 
from one another at amino acid positions outside the CDR regions. However, this teaching of 
the specification appears to be directed to the process of selecting a Ught chain that will be used 
in the process of making a multispecific antibody (i.e. selecting a common light chain). The 
teachings on page 97 of the specification do not provide support for bispecific antibodies having 
two different Ught chains, but instead are directed to a process for identifying one Ught chain that 
may be useful in making a bispecific antibody. Applicants are reminded that the description 
requirement is severable from the enablement requirement. 
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9. Claims 50 and 53-55 remain rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement for the reasons of record The claim(s) contains 
subject matter that was not described in the specification in such a way as to reasonably convey 
to one skilled in the relevant art that the inventor(s), at the time the appUcation was filed, had 
possession of the claimed invention. This is a new matter rejection. 

Applicants' arguments have been carefully considered but fail to persuade. Applicants 
assert that the specification explicitly teaches that a light chain having at least 98% identity to a 
second Ught chain can be substituted with that Ught chain while having httle or no effect on 
antigen binding. Applicants failed to support this assertion by pointing to a passage in the 
specification, and as discussed in the previous Office action, the passages originally pointed to 
by appUcant for support for these new claims teach light chains with differences occurring 
outside the CDRs. Therefore, a claim that recites the phrase at least 98% sequence identity 
without qualifying the phrase that the differences are out the CDRs contains new matter because 
the concept of "at least 98% sequence identity" is broader than the concept presented in the 
specification of "at least 98% sequence identity, where the differences occur outside the CDRs". 
Therefore, the rejection is maintained. 

The original rejection is reiterated below: 

The basis for this rejection is that the addition of claims 50 and 53-55, which are drawn to 
methods of making multispecific antibodies where the first and additional polypeptides each 
conprise a binding domain, the binding domains comprising a heavy chain and a common light 
chain, where the common light chain of the first and additional polypeptides has at least 98%> 
sequence identity to each light chain of a first antibody and at least one additional antibody is not 
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supported in the specification. The passages pointed to by applicant include the finding that the 
differences between the sequences of the con5)ared Ught chains occurs outside the CDRs. This 
limitation is not present in the claims and the lack of this limitation is a broadening of scope that 
was not originally contemplated when the apphcation was filed. 

New Grounds of Rejection: 

10. Claims 51 and 52 are rejected under 35 U.S. C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 51 and 52 are indefinite because the phrase "the common Ught chains", which is 
plural, lacks antecedent basis in claim 50, which refers to "the common Ught chain of the first 
and additional polypeptides", which appears to be singular, 

1 1 . Claim 52 is objected to under 37 CFR 1 .75(c), as being of improper dependent form for 
failing to fiirther limit the subject matter of a previous claim AppUcant is required to cancel the 
claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the 
claim(s) in independent form. Claim 52 appears to broaden the scope of claim 51, or 50, fi-om 
which claim 52 ultimately depends, because 51 appears to be drawn to a method for making a 
multispecific antibody with two different Ught chains instead of one Ught chain. This 
interpretation is made because of the claim recites that the common Ught chains each have at 
least 3 CDRs, and the common Ught chains only differ at amino acid positions outside of the 
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CDRs, whereas claim 50 appears to have one Hght chain common to all of the binding domains 
in the multispecific antibody and claim 51 only has one hght chain (100% identity). 



Conclusion 

No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, TfflS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time pohcy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from the Office 
should be directed to Anne Holleran, Ph.D. whose telephone number is (571) 272-0833. 
Examiner Holleran can normally be reached Monday through Friday, 9:00 am to 5:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew, can be reached at (571) 272-0787. 
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Any inquiry of a general natiu^e or relating to the status of this application should be 
directed to the Group receptionist at telephone number (703) 571-1600. 



Anne L. Holleran 
Patent Examiner 
April 29, 2005 
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